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DETAILED ACTION 

A request for continued examination under 37 CFR 1.114, including tine fee set 
forth in 37 CFR 1 .1 7(e), was filed in this application after final rejection. Since this 
application is eligible for continued examination under 37 CFR 1.114, and the fee set 
forth in 37 CFR 1 .17(e) has been timely paid, the finality of the previous Office action 
has been withdrawn pursuant to 37 CFR 1.114. Applicant's submission filed on 
07/13/2009 has been entered. Upon entering the submission, claims 1-19, 24-26, and 
30 are pending in the instant application. Claim 18 has been allowed. Claims 24-26 
remain withdrawn as non-elected subject matter. 

Response to Arguments 
Rejection under 35 U.S.C. S 112. 1- paraaraph 

Applicant's amendment obviates the instant rejection. 
Rejection under 35 U.S.C. g 102(e) 

Applicant's amendment obviates the instant rejection. 

Since the amendment has overcome the rejections, the Examiner has expanded 
the search to part of the previously non-elected subject matter as disclosed follow, and 
new prior art renders the expanded scope of subject matter obvious: 
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Status of the Claims 



Elected and Examined Subject Matter 



The scope of the invention of the provisionally elected subject matter and the 
examined subject matter is as follows: 

Applicants' claims are drawn to a compound of the formula (I) 

Cy™N-V-W— X— Y— N A f^Z-^- B ) 



Cyis phenyl which may be substituted; is a hydrogen atom; Vis-C(O); Wis-NR^, 
wherein R^ is a hydrogen atom; X is a C1-4 alkylene, maybe substituted; Y is -C(0); Z is a 
bond or C1.6 alkylene maybe substituted; ring A is a piperidine or a piperazine ring, 
wherein both rings may be substituted; ring B isa piperazine ring, an imidazoline ring, 
an imidazole ring, a thiazoline ring or a fused nitrogen-containing heterocyclic ring which 
all the rings may be substituted, a pro-drug of the compound of claim 1, or a 
pharmaceutical composition comphsing a compound thereof. 

As a result of the election and the corresponding scope of the invention identified 
supra, the remaining subject matter of claims 1-17, 19, and 30 are withdrawn from 
further consideration pursuant to 37 CFR 1 .142 (b) as being drawn to non-elected 
inventions. The withdrawn compounds and compositions contain varying functional 
groups which are chemically recognized to differ in structure, function, and reactivity. 
The scope of the invention is set in considering the elected species and the preferred 
embodiments . In addition, a reference, which anticipates one group, would not render 
obvious the other. 




according to claim 1, wherein: 
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Therefore, claims 1-19, and 30 (in part) will be examined on the merits. 



Claim Rejections - 35 USC §112 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification sliall contain a written description of tlie invention, and of tlie manner and process of 
malting and using it, in sucli full, clear, concise, and exact terms as to enable any person skilled in the 

art to which it pertains, or with which it is most nearly connected, to mal<e and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his Invention. 

Claims 2 and 30 are rejected under 35 U.S.C. 112, first paragraph, as failing to 
comply with the written description requirement. The claim(s) contains subject matter 
which was not described in the specification in such a way as to reasonably convey to 
one skilled in the relevant art that the inventor(s), at the time the application was filed, 
had possession of the claimed invention. Specifically, claims 2 and 30 are rejected 
due to claiming a prodrug of a compound of Formula (I). The instant specification 
defines "prodrug" of a compound of formula (I) according to claim 1 at paragraphs [156- 
157] as a compound that is converted to Compound (I) by a reaction induced by 
enzyme, gastric acid or the like under the physiological conditions in vivo, that is, a 
compound that is converted to Compound (I) by enzymatic oxidation, reduction, 
hydrolysis or the like, or a compound that is converted to Compound (I) by gastric acid- 
induced hydrolysis. According to Wikipedia, prodrugs can be classified into two types 
based on their sites of conversion into the final active drug form: Type I, those that are 
converted intracellularly (e.g., anti-viral nucleoside analogs, lipid-lowering statins, 
antibody-directed/gene-directed enzyme prodrugs [ADEP/GDEP] for chemotherapy), 
and Type II, those that are converted extracellularly, especially in digestive fluids or the 



Application/Control Number: 10/583,046 Page 5 

Art Unit: 1626 

systemic circulation (e.g., etoposide pliosphate, valganciclovir, fosamprenavir). Both 
types can be furtlier categorized into subtype A or B, based on additional criteria. Those 
for the Type lA and IB are whether or not the cellular converting location is the site of 
therapeutic action. For the Type IIA and IIB, they are categorized depending on whether 
the conversion occurs in the gastrointestinal (Gl) fluids or systemic circulation, Wu and 
Farrelly, Toxicology 236:1-6, 2007. However, such "prodrug" of the Formula (I) is not 
described in the specification to reasonably convey one skilled in the art, because each 
compound is different, and a prodrug of the compounds resulting from different 
metabolizing pathways lead to different compounds. Without disclosing a specific core 
structure of the prodrugs, it is impossible to carry out a comprehensive prior art search. 
Therefore, the specification fails to comply with the written description requirement. 

The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification sliall conclude witli one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Claims 13 and 14 recite the limitation "ring B is a monocyclic nitrogen containing 
heterocyclic ring and wherein the ring is a morpholine ring, .." in claim 1 . However, 
there is no morpholine ring included in ring B according to the amended claim 1 . There 
Is Insufficient antecedent basis for this limitation in the claim. 

Claim Rejections - 35 USC § 102(b) 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 
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A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 



Claims 1,3-8, 10, 12, 15, 17, and 19 are rejected under 35 U.S.C. 102 (b) as 
being anticipated by Chaturvedula at al., WO031 04236 ("the '236 publication"), 
published on 12/18/2003, and filed on 05/27/2003. 

Applicants' claims are drawn to a compound of the formula (I) 

Cy -N~V-W~X-~Y— N A B ) 



Cyis phenyl which may be substituted; is a hydrogen atom; Vis-C(O); Wis-NR^, 
wherein R^ is a hydrogen atom; X is a C1-4 alkylene, maybe substituted; Y is-C(O); Z is a 
bond maybe substituted; ring A is a piperidine ring, wherein the ring may be substituted; 
ring B is a fused nitrogen-containing heterocyclic ring which the ring may be substituted, 
or a pharmaceutical composition comprising a compound thereof. 



states. 



R 




according to claim 1, wherein: 
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The '863 publication discloses specific compounds 



5 



as the compound 135 at page 135, and 




t 



u 



as the compound 



140 at page 136 of Table 3, and a pharmaceutical composition comprising a compound 
thereof. These compounds anticipate the instantly elected scope of invention. 

Claim Rejections - 35 USC § 103(a) 
The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or deschbed as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the phor art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1 , 148 
USPQ 459 (1966), that are applied for establishing a background for determining 
obviousness under 35 U.S.C. 103(a) are summarized as follows: 
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1 . Determining the scope and contents of tlie prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 



Claims 1, 3-17, and 19 are rejected under 35 U.S.C. 103 (a) as unpatentable 
over the '863 publication. 

Applicants' claims are drawn to a compound of the formula (I) 



Cyis phenyl which may be substituted; is a hydrogen atom; Vis-C(O); Wis-NR^, 
wherein R^ is a hydrogen atom; X is a C1-4 alkylene, maybe substituted; Y is -C(0); Z is a 
bond or C1-6 alkylene maybe substituted; ring A is a piperidine or a piperazine ring, 
wherein both rings may be substituted; ring B isa piperazine ring, an imidazoline ring, 
an imidazole ring, a thiazoline ring or a fused nitrogen-containing heterocyclic ring which 
all the rings may be substituted, a pro-drug of the compound of claim 1 , or a 
pharmaceutical composition comprising a compound thereof for treating inflammation. 
Determination of the scope and content of the prior art (MPEP ^2141.01} 
The '863 publication discloses a compound of the Formula (I) 



, wherein A is C, or N; if p is 1 , then G, J, and E 
together form A" or A^, wherein A* is a fused heterocycle having two fused rings, and 
A^ is a 4 to 6 membered heterocycle, according to claim 1, with specific examples of 




according to claim 1, wherein: 
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compound 135 



, and compound 140 





as antagonists of CGRP-receptor for the treatment of 



inflammation. 

Ascertainment of the difference between the prior art and the claims (MPEP ^2141.02) 
The difference between the '863 compounds and the instantly claimed invention 
is that the substituent X is substituted ethylene for the prior art, while X is optionally 
substituted methylene for the instant inyention. 

Finding of prima facie obviousness-rational and motivation (MPEP $21 42-241 3) 

To those skilled in the medicinal chemistry art, the prior art teaching in the '863 
publication renders the instantly claimed inventions obvious, because the difference 
between the prior art compounds and the instantly claimed compounds is the 
substituents X as ethyl vs. methyl linker. Both instant application and the prior art 
teach compounds can be used for a pharmaceutical application, namely treating 
inflammation. To those skilled in the chemical art, one homologue is not such an 
advance over adjacent member of series as requires invention because chemists 
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knowing properties of one member of series would in general know what to expect in 
adjacent members, In re Wilder, 563 F.2d 457, 195USPQ 426 (CCPA 1977), and 
MPEP§21 44.09. The motivation to make the claimed compounds derives from the 
expectation that structurally similar compounds would possess similar activity (i.e. 
pharmacological use). Therefore, the instantly claimed compounds would have been 
suggested to one skilled in the art. 

Claim Objections 

Claims 1-17, 19, and 30 are objected to for containing elected and non-elected 
subject matter. The elected subject matter has been identified supra. 

Conclusion 

• Claim 18 is allowed. 

• 1-17,19, and 30 are rejected. 

• 1 -1 7, 1 9, and 30 are objected to. 

Telephone Inquiry 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Yong Chu, Ph.D., whose telephone number is 571-272- 
5759. The examiner can normally be reached between 7:00 am - 3:30 pm EST. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Joseph K. M-Kane can be reached on 571-272-0699. The fax phone 
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number for the organization where this application or proceeding is assigned is 571- 
273-8300. 

Status Information regarding the status of an application may be obtained from 
the Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more Information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 



/Yong Chu/ 
Patent Examiner 
Art Unit 1626 



